AD

Award Number: W81XWH-06-2-0014

TITLE: A Placebo-Controlled Trial of Prazosin vs. Paroxetine in Combat Stress-Induced
PTSD Nightmares and Sleep Disturbance

PRINCIPAL INVESTIGATOR: Murray Raskind, M.D.
Elaine Peskind, M.D.
Miles McFall, Ph.D.
Kris Peterson, M.D.
Michael Doyle, M.D.
LTC Charles Engel, M.D.

CONTRACTING ORGANIZATION: Seattle Institute for Biomedical and Clinical
Research
Seattle, WA 98108

REPORT DATE: March 2009

TYPE OF REPORT: Final

PREPARED FOR: U.S. Army Medical Research and Materiel Command
Fort Detrick, Maryland 21702-5012

DISTRIBUTION STATEMENT: Approved for Public Release;
Distribution Unlimited

The views, opinions and/or findings contained in this report are those of the author(s) and
should not be construed as an official Department of the Army position, policy or decision
unless so designated by other documentation.



REPORT DOCUMENTATION PAGE

Form Approved
OMB No. 0704-0188

Public reporting burden for this collection of information is estimated to average 1 hour per response, including the time for reviewing instructions, searching existing data sources, gathering and maintaining the
data needed, and completing and reviewing this collection of information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden to Department of Defense, Washington Headquarters Services, Directorate for Information Operations and Reports (0704-0188), 1215 Jefferson Davis Highway, Suite 1204, Arlington, VA 22202-
4302. Respondents should be aware that notwithstanding any other provision of law, no person shall be subject to any penalty for failing to comply with a collection of information if it does not display a currently
valid OMB control number. PLEASE DO NOT RETURN YOUR FORM TO THE ABOVE ADDRESS.

1. REPORT DATE (DD-MM-YYYY)
01-03-2009

2. REPORT TYPE
Final

3. DATES COVERED (From - To)
23 FEB 2006 - 22 FEB 2009

4. TITLE AND SUBTITLE

A Placebo-Controlled Trial of Prazosin vs. Paroxetine in Combat Stress-Induced

PTSD Nightmares and Sleep Disturbance

5a. CONTRACT NUMBER

5b. GRANT NUMBER
W81XWH-06-2-0014

5c. PROGRAM ELEMENT NUMBER

6. AUTHOR(S)

Murray Raskind, M.D.; Elaine Peskind, M.D.; Miles McFall, Ph.D.;
Kris Peterson, M.D.; Michael Doyle, M.D.; LTC Charles Engel, M.D.

E-Mail: murray.raskind@va.gov

5d. PROJECT NUMBER

5e. TASK NUMBER

5f. WORK UNIT NUMBER

7. PERFORMING ORGANIZATION NAME(S) AND ADDRESS(ES)

Seattle Institute for Biomedical and Clinical Research

Seattle, WA 98108

8. PERFORMING ORGANIZATION REPORT
NUMBER

9. SPONSORING / MONITORING AGENCY NAME(S) AND ADDRESS(ES)
U.S. Army Medical Research and Materiel Command

Fort Detrick, Maryland 21702-5012

10. SPONSOR/MONITOR’S ACRONYM(S)

11. SPONSOR/MONITOR'S REPORT
NUMBER(S)

12. DISTRIBUTION / AVAILABILITY STATEMENT
Approved for Public Release; Distribution Unlimited

13. SUPPLEMENTARY NOTES

14. ABSTRACT

The primary goal of this proposal is to evaluate the efficacy and tolerability of the alpha-1 adrenergic antagonist prazosin compared to
placebo for combat trauma-related nightmares, sleep disturbance and overall function in recently combat-exposed returnees from OIF and
OEF. A secondary goal is to evaluate the effects of the SSRI paroxetine on behavioral symptoms and overall function in this population.
Specific hypotheses (described below) will be tested in a three parallel arm 12-week randomized controlled trial of prazosin, paroxetine and
placebo in combat-exposed troops recently returned from OIF and OEF with combat trauma-related persistent nightmares and sleep
disturbance. This will be a two-site study performed in the Seattle/Tacoma area at Madigan AMC and in the Washington DC area at Walter

Reed AMC.

15. SUBJECT TERMS

PTSD, prazosin, trauma nightmares, sleep, paroxetine

16. SECURITY CLASSIFICATION OF:

a. REPORT b. ABSTRACT
U U

c. THIS PAGE
U

17. LIMITATION
OF ABSTRACT

uu

18. NUMBER

19a. NAME OF RESPONSIBLE PERSON
USAMRMC

19b. TELEPHONE NUMBER (include area
code)

Standard Form 298 (Rev. 8-98)
Prescribed by ANSI Std. Z39.18




Table of Contents

Page
1o LA e Lo 1V Lo} A o] o NPT PP PPPPPR PO 4
=70 o )PP P PP PP PPPPTPR PO 4
Key Research ACCOMPIISNIMENTS .....ooiiiiiiiii e 5
REPOITADIE OULTCOMES .....uiiiiiiiie et e e e e e e st et e e e e e s s bbb e e e e e e e e e nreees 5
(o] o o] [V E=] o] o E PP PP PP TR P PPPPPPPRP 5
RETEIBNCES ...ttt e 5
N 0] 0 1= o T = 5



Introduction

The primary goal of this proposal has been to evaluate the efficacy and tolerability of the alpha-
1 adrenergic antagonist prazosin compared to placebo for combat trauma-related nightmares,
sleep disturbance, and overall function in recently combat-exposed returnees from OIF and
OEF. A secondary goal has been to evaluate the effects of the SSRI paroxetine on behavioral
symptoms and overall function in this population. We attempted to achieve these goals in a
three parallel arm 12-week randomized controlled trial of prazosin, paroxetine and placebo in
combat-exposed troops recently returned from OIF and OEF with combat trauma-related
persistent nightmares and sleep disturbance. This two-site study was performed in the
Seattle/Tacoma area at Madigan AMC and in the Washington DC area at Walter Reed AMC.

Body
IRB approvals - All study procedures and the consent forms were approved by both the IRBs of

Madigan Army Medical Center (AMC) and Walter Reed AMC. The current approval period for
Madigan is 6/27/08-6/19/09. The current approval period for Walter Reed is 1/9/08-1/10-09.

Hiring/training of study personnel - all study personnel at VA Puget Sound Health Care System
for performing all clinical study tasks at Madigan AMC and coordination, data management, and
statistical analysis for both Madigan AMC and Walter Reed AMC were hired and training and
certification for staff performing study activities at Madigan AMC was completed June 1, 2006.
Hiring of personnel at the Walter Reed AMC site was completed. The Seattle team conducted a
study initiation visit at Walter Reed AMC in 11/06; final training and certification of staff at
WRAMC was completed February 1, 2007. The following personnel received pay from this
research effort: Andrew David, Dan Gonzalez, Sarith Keo, Steve Millard, Dan Morelli, Denise
Pritzl, Anita Ranta, Kasse Rupp, Vincent Wu, and Carol Xiang.

Recruitment and enrollment of study subjects

Subject enrollment into the three-arm study has been:
Madigan AMC

189 subijects telephone prescreened

98 subjects consented

76 subjects randomized to treatment

22 study completers
Walter Reed AMC

108 subijects referred

72 subjects telephone prescreened

13 subjects consented

9 subjects randomized to treatment

6 study completers
It became clear that retention remained inadequate in the three-arm protocol to achieve
meaningful results. Therefore, we modified the design to a prazosin vs. placebo augmentation
trial to salvage our primary goal — determining efficacy of prazosin for combat trauma
nightmares in this population. We also have taken an aggressive approach to recruitment and
retention by meeting with and explaining the importance and value of the prazosin study to the
leadership of combat units at Madigan AMC. Investigators Murray Raskind, MD and Lt. Col.
Kris Peterson, MD, have met with commands of the 4" Stryker Brigade, 2" ID (Col. John Norris,
CSM Jeff Huggins), the 42™ MP Brigade (Col. Lois Beard, Lt. Col. Gillian Boise), the Warrior
Transition Battalion (Lt. Col. John Bolton, FSG Creed McCaslin), and the Family Readiness
Group (Ms. Regina Toomey) that provides support to these units. These educational and




information exchange meetings have resulted in firm commitments of enthusiastic support for
the study and numerous referrals from each unit. This groundwork has facilitated improved
recruitment and (most critically) retention in the trial.

Completion of clinical trial procedures — Screening and baseline assessments, repeat
assessments and follow-up, and completion of case report forms are ongoing under the new
augmentation trial design through a subsequent grant.

Data monitoring and database management — Construction of the database was completed
August 1, 2006. Data entry and data cleaning are continuous through a subsequent grant.

Statistical analysis and preparation of manuscripts and reports — pending study completion.

Key Research Accomplishments — This is the first placebo-controlled trial of a behaviorally
active drug in an active duty military population ever attempted. We have overcome substantial
obstacles and are now on the way to completing the study successfully through a subsequent
grant.

Research Findings — A manuscript describing the unique challenges of conducting a
psychotropic drug trial in an active duty population is in preparation.

Conclusions — The efficacy of prazosin for combat trauma nightmares and sleep disruption
already demonstrated in Vietnam War veterans remains under investigation by our group in
OIF/OEF returnees.

References — none.

Appendices — none.
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